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Lange, Meinolf; Cuthbertson, Alan S.; Towart, 
Robertson; Fischer, Peter M. 
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AB Enhancement of a ligand's interaction with a receptor through presenting 
the ligand in multimeric form is a topic of general interest. Thus 
dimerization of single-chain bradykinin antagonist peptides has 

previously 

been shown to be beneficial in terms of potency and duration of action. 
While crosslinking polypeptides at terminal positions using suitable 
dicarboxylic acids and diamines is comparatively 
straight-forward synthetically, internal dimerizations are 
usually achieved through oxidn. or double S-alkylations of cysteine 
residues, resulting in metabolically unfavorable disulfide and thioether 
cross-links. Using suitably modified std. solid-phase 
peptide synthesis protocols, dimeric bradykinin 

antagonist peptides [ H-D-Arg-Arg-Pro-Hyp-Gly-Phe] 2-X- [D-Phe-Leu-Arg-OH] 2 

were synthesized where X corresponds to a L, L-2 , 7-diaminosuberic 

or L, L-2, 9-diaminosebacic acid residue, resp. The biol. activity of 

these 

peptides was comparable to that of conventional dimeric bradykinin 
antagonists cross-linked th 
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Backbone cyclization as a tool for imposing 
conformational constraint on peptides 
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Giora; Selinger, Zvi; Byk, Gerardo 
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A series of 6 homologous N-backbone to amino end cyclic analogs of the 
C-terminal region of substance P were prepd. by solid- 
phase synthesis and their in vitro biol. activity was 
tested. The cyclic analogs contain the amino acid N- (. omega . -amino 
alkylene)Gly in position 9 which is connected to the amino terminal group 
of Arg6 via a dicarboxylic acid spacer, thus forming 

lactam rings of 17-22 atoms. The biol. activity and receptor selectivity 
of the cyclic analogs was compared with those of the endogenous mammalian 
tachykinins substance P, neurokinin A and B, and to the linear NK-1 
selective hexapeptide Ac-Arg-Septide . Backbone cyclization of endogenous 
linear peptides can impose conformational constraint which enhances 
selectivity while maintaining potency. Moreover, backbone cyclization 
imposes resistance on the peptide to proteolytic degrdn. 
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